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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 . 17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1. 1 14, and the fee set forth in 37 CFR 1 .17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on March 24, 2004 has been entered. 

Receipt is acknowledged of a reply to the previous Office Action, filed June 23, 2004. 
Amendments were made to the claims. 

Claims 1, 3-21 and 23-26 are pending in the instant application. Claims 6-19 have been 
withdrawn from consideration as being drawn to a non-elected invention. Any rejection of 
record in the previous Office Action, mailed December 24, 2003, that is not addressed in this 
action has been withdrawn. 

Applicant's request to transfer the instant Application from the current Art Unit 1636 to 
Art Unit 1635 is acknowledged. Unfortunately, at the current time it is not possible to transfer 
the application. However, in order to satisfy Applicant's concerns regarding an examination 
commensurate with the practice of Art Unit 1635, the instant Office Action will be reviewed by a 
Primary Examiner from Art Unit 1635. 
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Information Disclosure Statement 
The information disclosure statement filed March 24, 2004 has been considered, and a 
signed and initialed copy of the form PTO-1449 is attached to the Office Action for Applicant's 
records. 

Specification 

The disclosure is objected to because of the following informalities: it is noted that on 
page 6, lines 14 and 16, Applicant refers to Figures 2A-B and Figures 3 and 4; however, it is 
noted that the instant specification only contains a single figure and corresponding description, 
Figure 1. 

Appropriate correction is required. 

MAINTAINED REJECTIONS 
Claim Rejections - 35 USC § 112, First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 20, 21 and 23-26 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such away as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. This rejection is 
maintained for the reasons set forth in the previous Office Action. 
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It is noted that these claims remain rejected under 35 USC § 1 12, first'paragraph because 
the claims recite the limitation "therapeutically effective amount." This limitation represents 
functional language that requires the product to be enabled for a therapeutic use, thus the claims 
remain rejected as not being enabled for a therapeutic use. 

Response to Arguments Concerning Claim Rejections - 35 USC § 112, First Paragraph 

Applicant's arguments filed March 24, 2004 have been fully considered but they are not 
persuasive. It is noted that there are several arguments regarding the identification of antisense 
molecules that will specifically target and inhibit the expression of KIAA0175; these arguments 
will not be addressed further because the rejection is no longer maintained with respect to this 
aspect of the invention. The following grounds of traversal are presented as it relates to the 
enablement rejection as maintained in view of the functional language ("therapeutically effective 
amount") set forth in the claims: 

1. It is argued that the instant specification is not at odds with the state of the prior art because 
the Branch reference clearly indicates that the relationship between in vitro and in vivo activity is 
an active area of research (see for example pages 10-11, bridging paragraph of Applicant's 
response). Furthermore, the Office's characterization of antisense technology as "problematic" 
is traversed as inaccurate because the Branch reference (used in support of the characterization) 
indicates that the field is a "diamond mine" (see for example pages 1 1-12, bridging paragraph of 
Applicant's response). 

2. It is argued that antisense oligonucleotides have numerous utilities (original emphasis), 
including in vitro inhibition of KIAA0175 to test the cytotoxicity of radiation and 
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chemotherapeutic agents in the presence and absence of the KAA0175 gene product (see for 
example page 12, second full paragraph of Applicant's response). It is further asserted that the 
Office has inappropriately focused on the therapeutic utility of the instantly claimed invention, 
ignoring these other possibilities (see for example page 12, bottom paragraph of Applicant's 
response). It is finally urged that the instant invention is much broader in scope than a 
therapeutic use for the claimed invention (see for example page 13, second foil paragraph of 
Applicant's response). 

3. It is argued that the generic problems that pertain to the therapeutic use of antisense 
oligonucleotides (such as delivery and sustained expression of the nucleic acid) "are not 
addressed by, nor are they intended to be addressed by, the current invention" (see for example 
page 14, first paragraph of Applicant's response). 

Applicant's arguments have been considered but are not found convincing for the 
following reasons: 

1. First, the enablement rejection regarding a therapeutic use of the claimed antisense 
oligonucleotides is not a question of whether or not the instant specification and the state of the 
art are at odds, per se] rather it is a question of whether or not the teachings in the state of the art 
and the instant specification are sufficient to allow the skilled artisan to make and use the 
claimed invention. Branch clearly indicates that the relationship between the in vitro and in vivo 
use of antisense oligonucleotides is under research; thus, the skilled artisan would understand 
that there is a great deal of empirical experimentation required to correlate in vitro cell culture 
results to in vivo therapeutic treatments. In the instant case, Applicant simply provides in vitro 
cell culture inhibition of KIAA0175 expression using antisense oligonucleotides, and provides 
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no correlation between these results and in vivo therapy. However, Applicant cannot shield 
themselves from enabling the in vivo use of antisense oligonucleotides simply because the state 
of the art has not enabled it, and argue that an enabling disclosure would not be expected upon 
considering the state of the art. Indeed, it is because antisense technology is undergoing 
continued research concerning this in vitro/in vivo relationship that fosters the element of 
unpredictability leading to a lack of enablement. Second, while Applicant is correct in indicating 
that Branch characterizes antisense technology as containing "diamond mines/' they neglect to 
point out that in the same breath, Branch characterizes antisense technology as "quicksand" (see 
page 45 of Branch, as indicated by Applicant in their response). One cannot reasonably ascertain 
when an antisense oligonucleotide will be a diamond mine, and when one will be quicksand; this 
is the essence of unpredictability. 

2. The instantly rejected claims recite functional language ("therapeutically effective 
amount") that requires a therapeutic use for the claimed antisense oligonucleotide. Thus, the 
composition claims must be enabled for therapeutically decreasing the expression of KIAA0175 
to enhance the cytotoxic effects of radiation and chemotherapeutic agents. However, as set forth 
in previous Office Actions and in the response to Applicant's arguments below, the specification 
is not enabled for a therapeutic use of the claimed invention. Therefore, the claims reciting the 
functional language "therapeutically effective amount" remain rejected for lacking enablement 
for a therapeutic use of the claimed composition. 

3. The generic problems with respect to the delivery and sustained expression of nucleic acids 
are at the heart of the enablement rejection. Without a predictable means to deliver the antisense 
nucleic acids (generally in the form of a vector; see for instance the instant specification, pages 



Application/Control Number: 09/870,937 Page 7 

Art Unit: 1636 

28-34), the skilled artisan cannot use the invention for a therapeutic purpose. Thus, the absence 
of a teaching (intended or otherwise) in the specification or the state of the art on how to deliver 
and maintain the expression of an antisense oligonucleotide (at the time of filing) prohibits the 
skilled artisan from using the instantly claimed invention. As set forth in Applicant's arguments, 
it is not the intention of the instant invention to address these issues, as it is believed the state of 
the art adequately teaches the skilled artisan how to use the claimed invention. However, the 
state of the art is replete with teachings that the delivery and expression of nucleic acids to cells 
in vivo is unpredictable. In the original enablement rejection, the Mountain reference (TBTECH 
18: 1 19-128, 2000; see previous Office Actions) was provided to support the position of the 
Office. To further support the conclusion that the state of the art indicates the unpredictability of 
delivering and sustaining the expression of a nucleic acid in vivo, the Office now provides 
additional references that reach the same conclusion as the Mountain reference. Anderson 
(Nature 392: 25-30, 1998; see entire document) teaches that the problems facing the 
development of retroviral- vectors include efficient delivery and sustained expression of the 
therapeutic nucleic acid (see for example page 25, right column, first full paragraph), and that 
problems facing adenoviral vectors include immunogenicity and stable expression of the 
therapeutic nucleic acid (see for example page 28, left column, first paragraph). Verma et ah 
(Nature 389: 239-242, 1997; see entire document) teaches that the Achilles heel of nucleic acid 
based therapies is the inability to efficiently deliver and sustain the expression of the therapeutic 
nucleic acid (see for example page 239, right column, first full paragraph). Thus, the skilled 
artisan would still be left to overcome these logistical problems with antisense-based therapies in 
order to practice the claimed invention. Since these problems have yet to be resolved many 
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years later, this is considered to require an undue and unpredictable amount of trial and error 
experimentation before the skilled artisan can use the invention for its asserted utility. 

In conclusion, the instantly rejected claims recite functional language ("therapeutically 
effective amount") that requires the claimed product to be enabled for a therapeutic use. 
However, such a therapeutic invention is highly unpredictable in view of the state of the art and 
the instant specification. The state of the art indicates the difficulties encountered with (a) 
delivering the therapeutic nucleic acid to a target cell and (b) sustaining the expression of the 
nucleic acid in a therapeutically effective amount, and Applicant clearly indicates in their 
arguments that the instant specification makes no attempt and has no intention of addressing 
these defects (again, see page 14, first paragraph of Applicant's response). Thus, in view of the 
unpredictability concerning the instant invention as it regards its asserted utility, the invention is 
still considered to lack enablement. 

NEW REJECTIONS 
Claim Rejections - 35 USC § 112, Second Paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 3, 4, 23 and 24 are rejected under 35 U.S. C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 3 recites the term "or inhibitor thereof" It is unclear if this term refers to the 
inhibitor of KIAA0175, as set forth in independent claim 1, or if the term refers to an inhibitor of 
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the antisense molecule that is an inhibitor of KIAA0175 (i.e., an inhibitor of the inhibitor). The 
indefiniteness stems from the fact that the teachings of the specification refer to an antisense 
inhibitor of KIAA0175, but do not refer to an inhibitor of that antisense inhibitor. It is further 
noted that the claims as originally presented were drawn to KIAAO 1 5 inhibitors that were not 
antisense molecules; thus the term "or inhibitor thereof may be a remnant referring to those 
additional non-antisense inhibitors, and may thus be misplaced. Finally, the term is indefinite 
because it is unclear how both the antisense molecule and (putatively) the inhibitor of the 
antisense molecule can both comprise "at least 17 consecutive nucleotides of the sequence of 
SEQ ID NO: 9." In other words, it is unclear how an inhibitor and the antisense molecule it 
inhibits can have the same nucleic acid sequence. 

Claim 3 recites the limitation " inhibitor thereof" in reference to claim 1, drawn to an 
antisense molecule. There is insufficient antecedent basis for this limitation in the claim because 
the independent claim is drawn to an antisense molecule, and does not include a reference to an 
inhibitor of an antisense molecule. 

Claims 4, 23 and 24 are indefinite for reciting the term "complement thereof when 
referring to an antisense molecule, whereby both the antisense molecule and the complement 
thereof hybridize under stringent conditions to the same molecule, SEQ ID NO: 9. It is unclear 
how both the antisense molecule and its complement can hybridize to the same molecule. It is 
further unclear if the term complement thereof is actually intended to refer to the antisense 
molecule or to SEQ ID NO: 9, especially in light of the instant specification which provides no 
teaching for using a complement to an antisense oligonucleotide. 
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Claim Rejections - 35 USC §102/103 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 and 103 that 
form the basis for the rejections under these sections made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

The changes made to 35 U.S. C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) and the Intellectual Property and High Technology Technical Amendments Act of 2002 
do not apply when the reference is a U.S. patent resulting directly or indirectly from an 
international application filed before November 29, 2000. Therefore, the prior art date of the 
reference is determined under 35 U.S. C. 102(e) prior to the amendment by the AIPA (pre-AIPA 
35 U.S.C. 102(e)). 

103(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill 
in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The instant rejection is predicated on the following interpretation of the claims. In claim 
1, there is no specific indication of a sequence for KIAA0175. Although the instant specification 
describes one sequence for KIAA0175 (SEQ ID NO: 9), it is unclear if the term KIAA0175 
includes other sequences that are not SEQ ID NO: 9 (such as orthologues/homologues). As 
such, a sequence with significant homology to SEQ ID NO: 9, specifically, may hybridize to an 
orthologue or homologue of KJAA0175 with 100% correspondence. Furthermore, it is noted 
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that claims 3 and 23 (and their dependent claims) refer to an antisense molecule that comprises a 
sequence of SEQ ID NO: 9. Given that SEQ ID NO: 9 represents the gene to be inhibited, one 
would expect the antisense molecule to hybridize to SEQ ID NO: 9, rather than to comprise SEQ 
ID NO: 9. Thus, for purposes of applying art, claims 3 and 23 (and their dependent claims) are 
interpreted as reading "wherein said antisense molecule (or the complement/inhibitor thereof) 
hybridizes to at least 17 consecutive nucleic acids of the sequence of SEQ ID NO: 9." 

Claims 1, 3, 4, 20, 23 and 24 rejected under 35 U.S.C. 102(b) as anticipated by or, in the 
alternative, under 35 U.S.C. 103(a) as obvious over US 5,700,637 (see entire document; 
henceforth Southern). 

The claims of the above invention are drawn to antisense compounds of either an 
indeterminate number (claim 1), at least 17 (claims 3, 4) or no more than 25 (claims 20, 23 and 
24) nucleotides in length that specifically hybridizes with and inhibits the expression of the 
KIAA0175 gene, specifically represented by SEQ ID NO: 9 in some claims. 

SEQ ID NO: 56 disclosed in Southern (see for example TABLE 1, column 15) is 17 
nucleotides in length and possesses 83% identity with a sequence that would specifically 
hybridize to residues 481-497 of SEQ ID NO: 9 of the instant application. Absent evidence to 
the contrary, SEQ ID NO: 56 would also hybridize to SEQ ID NO: 9 given the high degree of 
similarity between the sequences. Although Southern does not specifically teach the function of 
inhibiting Applicant's instant SEQ ID NO: 9 as claimed in the present application, the above- 
listed compound of the prior art meets all the structural limitations as set forth in the instant 
claims. Because the sequence is substantially identical to Applicant's claimed compounds, in the 
absence of evidence to the contrary the compound of the prior art is thus considered to possess 
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the functional limitations of specifically hybridizing with and inhibiting the expression of 
Applicant's instant SEQ ID NO: 9. 

Claims 1,3,4, 20, 23 and 24 rejected under 35 U.S.C. 102(b) as anticipated by or, in the 
alternative, under 35 U.S.C. 103(a) as obvious over US 6,087,485 (see entire document; 
henceforth Brooks- Wilson). 

The claims of the above invention are drawn to antisense compounds of either an 
indeterminate number (claim 1), at least 17 (claims 3, 4) or no more than 25 (claims 20, 23 and 
24) nucleotides in length that specifically hybridizes with and inhibits the expression of the 
KIAA0175 gene, specifically represented by SEQ ID NO: 9 in some claims. 

SEQ ID NO: 233 disclosed in Brooks-Wilson (see for example TABLE 1, column 15) is 
25 nucleotides long and possesses 88% identity with a sequence that would specifically , 
hybridize to residues 1579-1603 of SEQ ID NO: 9 of the instant application. Absent evidence to 
the contrary, SEQ ID NO: 233 would also hybridize to SEQ ID NO: 9 given the high degree of 
similarity between the sequences. Although Southern does not specifically teach the function of 
inhibiting Applicant's instant SEQ ID NO: 9 as claimed in the present application, the above- 
listed compound of the prior art meets all the structural limitations as set forth in the instant 
claims. Because the sequence is substantially identical to Applicant's claimed compounds, in the 
absence of evidence to the contrary the compound of the prior art is thus considered to possess 
the functional limitations of specifically hybridizing with and inhibiting the expression of 
Applicant's instant SEQ ID NO: 9. 
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Support for these conclusions is drawn from MPEP 2112: 

Where applicant claims a composition in terms of a function, property or characteristic and the composition 
of the prior art is the same as that of the claim but the function is not explicitly disclosed by the 
reference, the examiner may make a rejection under both 35 U.S.C 102 and 103, expressed as a 
102/103 rejection. "There is nothing inconsistent in concurrent rejections for obviousness under 35 U.S.C. 
103 and for anticipation under 35 U.S.C. 102." In re Best, 562 F.2d 1252, 1255 n.4, 195 USPQ 430, 433 
n.4 (CCPA 1977). This same rationale should also apply to product, apparatus, and process claims claimed 
in terms of function, property or characteristic. Therefore, a 35 U.S.C. 102/103 rejection is appropriate for 
these types of claims as well as for composition claims. Emphasis supplied. 

In rejecting the claims of the above under 35 U.S.C. 102 and 103, a prima facie case has 
been established by the examiner whereby the burden of proof in showing that the claimed 
compounds are not anticipated by the compound of the prior art as stated lies with the applicant, 
as per MPEP 2112.01: 

Where the claimed and prior art products are identical or substantially identical in structure or composition, 
or are produced by identical or substantially identical processes, a prima facie case of either anticipation or 
obviousness has been established, hire Best, 562 F.2d 1252, 1255, 195 USPQ 430, 433 (CCPA 1977). 
When the PTO shows a sound basis for believing that the products of the applicant and the prior art are the 
same, the applicant has the burden of showing that they are not. In re Spada, 91 1 F.2d 705, 709, 15 
USPQ2d 1655, 1658 (Fed. Cir. 1990). Therefore, the prima facie case can be rebutted by evidence 
showing that the prior art products do not necessarily possess the characteristics of the claimed product. In 
re Best, 562 F.2d at 1255, 195 USPQ at 433. 



Thus, in the absence of evidence to the contrary, the antisense compounds of claims 1, 3, 4, 20, 
23 and 24 of the instant application are considered anticipated and/or obvious as outlined above. 



Allowable Subject Matter 

No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David A. Lambertson whose telephone number is (571) 272- 
077 1 . The examiner can normally be reached on 6:30am to 4pm, Mon.-Fri. ? first Friday off. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel, Ph.D. can be reached on (571) 272-0781. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



David A. Lambertson, Ph.D. 
AU 1636 




